SUPPLEMENTARY DATA

Supplementary Figure 1. Identification and elimination of statistical outliers. (a) Kernel density
plot of difference (D) from duplicate observations for each kinase-inhibitor pair. The estimated
double exponential density (y-axis) is plotted against D (x-axis). The grey vertical lines represent
one standard deviation on either side of the mean of the distribution of D. (b) Quantile-quantile
plot of D from duplicate observations for each kinase-inhibitor pair. Quantiles of the estimated
double exponential distribution (y-axis) are plotted against D (x-axis). (¢) Kernel density plot of
the coefficient of variation (CV) from duplicate observations for each kinase-inhibitor pair. The
estimated log-normal density (y-axis) is plotted against CV (x-axis). (d) Quantile-quantile plot of
CV from duplicate observations for each kinase-inhibitor pair. Quantiles of the estimated log-
normal distribution (y-axis) are plotted against CV (x-axis). (e) A scatter plot of CV versus D for
all kinase-inhibitor pairs. The green and black circles that lie inside the band formed by the red
vertical lines represent observations within one standard deviation of the mean of the estimated
double exponential distribution of D. These observations were considered to be within
acceptable noise levels in assay measurements and were retained for further analyses of
compound activity. The pink horizontal line represents the CV threshold for outlier detection.
The blue circles represent observations whose CV exceeded this threshold and were identified as
outliers. (f) A scatter plot of the kinase activity in replicate 1 versus replicate 2 for all kinase-
inhibitor pairs. Data points in black represent the identified outliers that were removed from the

final data.
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Supplementary Figure 2. A high-resolution version of Figure 1d showing two-way hierarchical
clustering analysis of the entire kinase-inhibitor interaction network presented as a heatmap of

inhibitory activity.






Supplementary Figure 3. Kinase inhibitors frequently inhibit kinases outside of the subfamily
containing their intended targets. All compounds intended to target a kinase in the indicated
specific subfamily of kinases were analyzed as to whether the kinases they inhibit fall within the
subfamily of their intended target (blue) or outside of that family (red, percent of total shown).
The final pie chart presents aggregate data for all of the subfamilies presented. “n” reports the
number of compounds analyzed for each target subfamily. The following compound types were
not included in this analysis: compounds intended to target lipid kinases, inactive control
compounds, compounds intended to target kinases from multiple subfamilies, compounds that

did not inhibit any kinases. For example, none of the four compounds intended to target STE

subfamily kinases inhibited any kinases significantly.
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Supplementary Figure 4. No single physicochemical property correlates with inhibitor
selectivity. All 178 test compounds were analyzed with regard to molecular weight, predicted
LogP, polar surface area (PSA), number of hydrogen bond acceptors, and number of hydrogen
bond donors. These features are plotted for each compound as a function of inhibitor selectivity
from the screening data reported either as Gini score (from Supplementary Table 5) or as
Selectivity score (S¢sov)). The Selectivity score of a compound corresponds to the number of
kinases that it inhibited by at least 50% divided by the number of kinases against which the
compound was tested. More selective inhibitors are associated with lower Selectivity scores and

higher Gini scores.
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Supplementary Figure 5. Validation of novel uni-specific kinase inhibitors. Complete in vitro
kinase assay dose-response results are shown for the five indicated uni-specific compounds (a-e)
from Figure S against both the intended targets of each inhibitor and their novel, more potently
inhibited target(s). Data for intended kinase target(s) are shown with open symbols and novel
target(s) with closed symbols. Data points represent averages of two independent replicates.
Error bars denote standard error of the mean. Data exhibiting significant inhibition was fitted

with a sigmoidal dose-response curve to derive 1Csg values.
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Supplementary Table 1. Compounds used in this study.
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Supplementary Table 2. Kinase constructs and substrates used in this study.
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RBC Enzyme HUGO Genbank Protein . .
Name symbol Substrate Accession # | Accession # Clone Mutation | Expression Tag
i baculovirus in . ;
ABL1 ABL1 Abltide NP_005148.2 P00519 full-length - Sfo1 insect cells C-terminal His
. baculovirus in . .
ABL2/ARG ABL2 Abltide NP_009298 P42684 full-length - Sf21 insect cells C-terminal His
; baculovirus in .
ACK1 TNK2 Abltide NP_005772.3 Q07912 aa 110-476 - Sf21 insect cells N-terminal GST
. baculovirus in . .
AKT1 AKT1 Crosstide NP_005154 P31749 full-length Sfo1 insect cells N-terminal His
baculovirus in
: Sf21 insect ] ‘
AKT2 AKT2 Crosstide NP_001617 P31751 full-length cells, activated N-terminal His
by PDK1
. baculovirus in . .
AKT3 AKT3 Crosstide NP_005456 Q9Y243 full-length Sf21 insect cells N-terminal His
ALK ALK pEY NP_004295.2| Q9UM73 cytoplasmic - Insect N-terminal GST
ALK1/ACVRL : cytoplasmic _ _ :
] ACVRLA Casein NP_000011.2 P37023 23139-503 Insect N-terminal GST
: cytoplasmic .
ALK2/ACVR1 ACVR1 Casein NP_001096.1 Q04771 2a145-509 - Insect N-terminal GST
Baculovirus
ALK4/’§CVR1 ACVR1B Casein | NP 004293 | P36896 | aa150-505 i infected insect | N-terminal GST
cells
A'-K5’I GFBRI  1GFBR1 Casein | NM_004612 | P36897 | aa200-503 i S19 cells GST-HIS fusion
Baculovirus .
ARAF ARAF  |MEK1 (K97R)| NM_001654 | P10398 | aa282-end | 1LY391" | infected Sfo | N-terminal GST-
302DD cells tag
ARK5/NUAK1 NUAK1 CHKtide NP_055655 060285 full-length - Insect N-terminal His
ASK1/ 'f,)"APSK MAP3K5 MBP NP_005914 | 099683 | full-length i Insect N-terminal GST
. baculovirus in | N-terminal His6-
Aurora A AURKA Kemptide NP_940839 014965 full length - Sf21 insect cells tag
Aurora B AURKB Kemptide |[NP_004208.2| Q96GD4 full-length - Insect N-terminal His
Aurora C AURKC Kemptide PR QouQB9 full-length - Insect N-terminal His

NP_003151
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RBC Enzyme

HUGO

Genbank

Protein

Name symbol Substrate Accession # | Accession # Clone Mutation | Expression Tag
Baculovirus
AXL AXL Abltide + Mn | NP_068713 P30530 aa 473-894 - infected Sf9 C-terminal His
cells
BLK BLK pEY NP_001706 P51451 full-length - Insect N-terminal His
baculovirus in . .
BMX/ETK BMX pEY NP_001712 P51813 full length - Sfo1 insect cells C-terminal His
BRAF BRAF MEK1 (K97R)| NP_004324.2 P15056 full-length - Insect N-terminal GST
BRK PTK6 PEY + Mn NP_005966 Q13882 full-length - Insect C-terminal His
BRSK1 BRSK1 CHKtide | NP_115806 | Q8TDC3 | full-length i Insect N“ermt';‘g' GST-
. GenBank baculovirus in | N-terminal His6-
BRSK2 BRSK2 ZIPtide NM_ 003957 Q8IWQ3 full-length - S21 insect cells tag
BTK BTK OEY NP_000052 | Q06187 | full-length i Insect N“ertg‘géa; g
Autocamtide baculovirus : .
CAMK1a CAMK1 5 + Ca-CaM NP_003647.1 Q14012 full length - insect cell N-terminal His-tag
Autocamtide | GenBank baculovirus N-terminal GST-
REE PNCK | 5 Ca-CaM | NM 012040 | @6P2M8 | full length : insect cell tag
Autocamtide baculovirus : .
CAMK1d CAMKID | 57 55 cam | NP-705718.1 Q8IU85 full length - insect cell N-terminal His-tag
Autocamtide | GenBank C-terminal baculovirus N-terminal GST-
Sl Ll 2 + Ca-CaM | NM_020439 LR truncation i insect cell tag
Autocamtide baculovirus : .
CAMK2a CAMK2A 15" "caicam | NP-741960 | QoUQM7 full length - insect cell | C-terminal His-tag
Autocamtide baculovirus N-terminal His6-
CAMK2b CAMK2B 5 + Ca-CaM NP_742078.1 Q13554 full length - insect cell tag
ZIPtide + Ca- baculovirus C-terminal His6-
CAMK2d CAMK2D CaM* NP_742113 Q13557 full length - insect cell tag
ZIPtide + Ca-| GenBank C-terminal baculovirus in | N-terminal GST-
Sl Ghile CaM* NM_172169 LrEse truncation i Sf9 insect cells tag
CAMK4 CAMK4 Z'Pt'CdaeN’lg Ca-l NP 001735 | QouQM7 | full length i E. coli N'termt';‘g' GST-
MBP + Ca- GenBank baculovirus in -
CAMKK1 CAMKK1 CaM NM._ 032294 Q8N5S9 full-length - Sf9 insect cells N-terminal GST
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RBC Enzyme HUGO Genbank Protein . .
Name symbol Substrate Accession # | Accession # Clone Mutation | Expression Tag
MBP + Ca- Baculovirus
CAMKK2 CAMKK2 CaM NP_757380.1 Q96RR4 full-length - infected insect | N-terminal GST
cells
CDKT: :
o N-terminal GST-
.| CDK1/CCNA | . NM_001786/ | P06493; |full length/full : baculovirus in i
ClpiiEEn s 2 Histone H1 | '\M 001237 | cyclin A: length sfo insect cells | 129 Literminal
P20248 9
CDK1/CCNB NP_001777/8| PoB493: |ful length / full baculovirus | -terminal His6-
CDKi1/cyclin B 1 Histone H1 P_114172 cyclin B: length i insect cell tag Qli\ég_etrammal
P14635 g
CDK2: : .
. N-terminal His6-
CDK2/cyclin A LRl Histone H1 N2 wwlEe, P24.941j full-length - Insect tag / N-terminal
2 NP_001228 cyclin A: His6-ta
P20248 9
EMBL CDK2: : .
L C-terminal His6-
, CDK2/CCNE | . M68520, P24941; |full length / full i baculovirus in X .
CDK2/eyclin E 1 Histone H1 GenBank cyclin E: length Sf21 insect cells tag élg_l’g_et;mmal
NM_001238 | P24864 9
CDKS:
: CDK3/CCNE . NM_001258, Q00526; |full length / full : baculovirus in | N-terminal GST-
Clblssieeln 1 Histone H1 | ‘\\M 001238 |  cyclin E: length Sf9 insect cells tag
P24864
CDK4:
CDK4/cyclin | CDK4/CCND NP_000066, P11802; ) baculovirus N-terminal GST-
D1 1 RB-CTF | ‘NP 444284 | cyclinDi: | fulllength insect cell tag
P24385
CDK4:
CDK4/cyclin | CDK4/CCND NM_000075, P11802; _ baculovirus in | N-terminal GST-
D3 3 RB-CTF | NM_001760 | CyclinDa: | fulllength Sf9 insect cells tag
P30281
CDKb5: : N-terminal His6-
coKsip2s | CPKAICPRE | istone H1 (N P08926- 11 Qo053s; pos: |11 endth /full) baculovinis | tag / N-terminal
- Q15078 9 GST-tag
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RBC Enzyme

HUGO

Genbank

Protein

Name symbol Substrate Accession # | Accession # Clone Mutation | Expression Tag
CDKS5: . N-terminal His6-
coKsp3s | “PKICDRE | istone H1 |N5208926- 11 Qoosas; pas: |11 fendth /full baculovinas | tag / N-terminal
— Q15078 9 His6-tag
CDKe6: .
, Baculovirus
CDKeé/cyclin | CDK6/CCND NP_001250, Q00534; i i . . i .
D1 1 RB-CTF NP_444284 | Cyclin D1: full-length mfectceed”lsnsect N-terminal GST
P24385
GO N-terminal His6-
CDKeé/cyclin | CDK6/CCND | po ~1F X66365, Q00534; |full length / full : baculovirus in |\ '\ terminal
D3 3 M90814 Cyclin D3: length Sf9 insect cells | 29 el
P30281 9
CDKZ7:
P50613;
NP_001790, S
CDK7/cyclin H| CPXKT/CONH/) 1 yione H1 | NP001230, | CYCINH: | ¢ jength i Insect N-terminal His
MNATA1 NP 002422 1 P51946;
- ' MNAT1:
Q6ICQ7
CDKao: ) .
N-terminal His6-
: . NP_001252, P50750; |full length / full : i ;
CDKO9/cyclin K| CDK9/CCNK| PDKtide NP_ 003849 Cyclin K: length Insect tag |/_|Ii\;g<_atram|nal
075909 9
CDKao:
CDK9/cyclin | CDK9/CCNT . NP_001252, | P50750; ) ] T
T1 1 PDKtide NP_001231 Cyclin T1: full-length Insect N-terminal His
060563
: GenBank baculovirus in - :
CHKA1 CHEK1 CHKtide NM_ 001274 014757 full length - Sf9 insect cells N-terminal His
CHK2 CHEK2 CHKtide | NP_009125 | 096017 | full-length i 0acUlOVIUS In 1 5 yormina| His
- 9 Sf21 insect cells
CKiai CSNK1A1 | CKitide |NP 001883.4| P48729 | full length i blf]‘g:g"c'gjf GST-tag
. baculovirus N-terminal GST-
CK1d CSNK1D CK1tide NP_620693 P48730 full length - insect ‘_39” tag
CKiepsion | CSNK1E | CKitide | NP_001885 | P49674 | full length i blﬁ‘s’:'cot"c"e‘jf C-terminal His-tag
CK1g1 CSNK1G1 CK1tide NP_071331 Q9HCPO full-length - Insect N-terminal GST
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RBC Enzyme

HUGO

Genbank

Protein

Name symbol Substrate Accession # | Accession # Clone Mutation | Expression Tag
CKig2 | CSNK1G2 | CKitide | NP_001310 | P78368 | full length i blf]‘g:g"c"e‘f C-terminal His-tag
. NP_004375.1, ) ) termi
CK1g3 CSNK1G3 CK1tide NP_004375.2 Q9Y6M4 full-length Insect N-terminal GST
baculovirus C-terminal GST-
CK2a CSNK2A1 | CK2sub | NP_001886 | P68400 full length - e Y \eg
baculovirus N-terminal GST-
CK2a2 CSNK2A2 | CK2sub | NP_001887 | P19784 full length - ot nl \eg
c-Kit KIT PEY + Mn | NP_000213 P10721 aa 544-976 - Insect His6-tag
CLKA CLKA MBP NP_004062 | P49759 f“'égﬁfg:ﬁ“c i E. coli N-terminal GST
catalytic .
CLK?2 CLK?2 MBP NP 003984 | P49760 |domainaai37| - baculovirus |\ torminal GST
498 insect cell
CLK3 CLK3 MBP NP_003983 P49761 full-length - Insect N-terminal GST
CLK4 CLK4 MBP NP_065717 Q9HAZ1 full-length - Insect N-terminal GST
c-MER MERTK pEY NP_006334.2| Q12866 | aa578-872 - blﬁggg"égns N-terminal GST
c-MET MET MBP  |NP_000236.2| P10721 | aa956-1390 i blﬁ‘s’:'cot"c"e‘jf N-terminal His
Baculovirus
coTv/ g"APSK MAP3K8 |MEK1 (K97R)| NP 005195 | P41279 | aa30-397 i infected insect | N-terminal GST
cells
CSK CSK pEY NP_004374 P41240 full-length - E. coli C-terminal His
c-Src SRC pEY NP_005408 P12931 full-length - Insect C-terminal His
CTK/MATK MATK pEY NP_647611 P42679 full-length - Insect C-terminal His
DAPKT DAPKT ZIPtide | NP_004929 | P53355 | full catalytic - Insect N-terminal GST
DAPK2 DAPK2 Z'P“é'g,\’,l’ Ca-l NP 055141 | QOUIK4 | full catalytic i Insect N-terminal GST
. Baculovirus
DCAMKL2 DCLK2 |Autocamtide | \n gage3s | QaN56S full-length - infected insect | N-terminal GST
2 + Ca-CaM cells
DDR2 DDR2  |AXLtide + Mn|NP_006173.2| Q16832 | aa 424-855 i baculovirus In- 1\ 4o minal GST

insect cells
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RBC Enzyme HUGO Genbank Protein . .
Name symbol Substrate Accession # | Accession # Clone Mutation | Expression Tag
DMPK DMPK AXLtide NP_004400 Q09013 full-length - Insect N-terminal GST
PRARTISTRT Tk 17A ZIPtde | NP_004751 | QQUEE5 | full-length i Insect N-terminal GST
PYRRUDYRRT pyRk1A Casein | NP_001387 | Q13627 | full-length i Insect N-terminal GST
DYRK1B DYRK1B Casein NP_004705 Q9Y463 full-length - Insect N-terminal GST
. GenBank baculovirus in .
DYRK2 DYRK2 Casein | \w0ossss | 092630 full length - g N His6-tag
DYRK3 DYRK3 Casein NP_003573 043781 full length - Insect N-terminal GST
DYRK4 DYRK4 Casein NP_003836.1 Q9NR20 full length - Insect N-terminal GST
EGFR EGFR PEY + Mn | NP_005219.2 P00533 cytoplasmic - Insect N-terminal GST
EPHA1 EPHA1 PEY + Mn | NP_005223.2 P21709 cytoplasmic - Insect N-terminal GST
EPHA2 EPHA2 pEY NP_004422.2 P29317 cytoplasmic - Insect N-terminal GST
EPHA3 EPHA3 PEY + Mn NP_005224 P29320 cytoplasmic - Insect C-terminal His
EPHA4 EPHA4 | pEY+Mn |NP_004429.1| P54764 | aa616-887 i PacUIOVIIUS IN | N-terminal GST
EPHAS EPHA5 | pEY+Mn |NP_004430.1| P54756 | aa595-1037 i b?ncsue'g;’ggﬁsi” N-terminal GST
EPHAG EPHAG PEY NM—oj’g 0804\ QouFa3 Cata('ayrt]ig) (o611 Insect N-terminal GST
catalytic . i . ]
EPHA7 EPHA7 pEY NP_004431.1| Q15375 | domain (aa - blﬁgg'é’t"égf N termt';‘a' GST
579-998) 9
catalytic . i . -
EPHAS EPHAS pEY NP_065387 | P29322 | domain (aa - b.acu";"'“f‘ ) ‘ermt'”a' es
565-1005) INSecClt ce ag
EPHB1 EPHB1 pEY NP_004432 P54762 cytoplasmic - Insect N-terminal GST
EPHB2 EPHB2 PEY + Mn | NP_004433 | P29323 | aa616-889 - Insect GST
EPHB3 EPHB3 pEY NP_004434 P54753 cytoplasmic - Insect N-terminal GST
EPHB4 EPHB4 pEY NP_004435 P54760 cytoplasmic - Insect C-terminal His
ERBB2HER2| ERBB2 | pEY +Mn Ci(eo’g%gk P04626 | aab79-1255 i Insect N-terminal GST
ERBB4/HER4| ERBB4 | pEY+Mn | NP 005226 | Q15303 | aa708-993 i pacuiovIniS 1 N-terminal GST
ERK1/MAPK3| MAPK3 MBP NP_002737 | P27361 full-length - Insect N-terminal GST
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Protein

Name symbol Substrate Accession # | Accession # Clone Mutation | Expression Tag
ERK2/MAPKA1 MAPKA1 MBP NP_620407 P28482 full-length - E. coli N-terminal GST
FAK/PTK2 PTK2 pEY NP_722560 Q05397 full-length - Insect N-terminal GST
FER FER PEY NP_005237 | P16591 | aa540-822 i pacuiovIniS 1 N-terminal GST
FES/FPS FES pEY NP_001996 P07332 full-length - Insect C-terminal His
FGFR1 FGFR1 PEY + Mn NP_000595 P11362 cytoplasmic - Insect C-terminal His
FGFR2 FGFR2 PEY + Mn NP_075261 P21802 cytoplasmic - Insect C-terminal His
FGFR3 FGFR3 PEY + Mn NP_000133 P22607 cytoplasmic - Insect N-terminal His
baculovirus N-terminal His6-
FGFR4 FGFR4 PEY + Mn | NP_002002 P22455 aa 460-802 - insect cell tag
baculovirus C-terminal His6-
FGR FGR pEY NP_005239 P09769 full-length - i cect cell tag
FLT1/VEGFR baculovirus N-terminal GST
y FLTA PEY + Mn | NP_002010 P17948 aa 781-1338 - insect cell tagged
. baculovirus C-terminal His6-
FLT3 FLT3 Abltide NP_004110 P36888 aa 564-958 - insect cell tag
PHHANEGTRL FLTa pEY +Mn | O90955 1) P35916 | aa800-1297 | Q890H Insect N-terminal GST
FMS CSF1R PEY + Mn NP_005202 P07333 cytoplasmic - Insect C-terminal His
FRK/PTK5 FRK PEY + Mn NP_002022 P42685 full-length - Insect N-terminal GST
FYN FYN pEY NP_694592 P06241 full-length - Insect C-terminal His
GCK/MAP4K2| MAP4K2 MBP  |NP_004570.2| Q12851 full-length i Insect N'tert'”ggé%' dH'SG'
GRK2 ADRBK1 Casein | AAH37963 | P25098 | full length i PAcU VIS | C-terminal His-tag
GRKS3 ADRBK2 Casein NP_005151 P35626 full-length - Insect N-terminal GST
GRK4 GRK4 Casein NP_892027 P32298 full-length - Insect N-terminal GST
GRK5 GRK5 Casein NP_005299 P34947 full-length - Insect N-terminal GST
GRK6 GRK6 Casein NP_OO; S P43250 full-length - Insect N-terminal GST
GRK7 GRK7 Casein NP_631948 Q8WTQ7 full-length - Insect N-terminal GST
Phospho-
Glycogen : baculovirus [P i
GSK3a GSK3A Synthase NP_063937.2 P49840 full length insect cell C-terminal His-tag

peptide
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RBC Enzyme HUGO Genbank Protein . .
Name symbol Substrate Accession # | Accession # Clone Mutation | Expression Tag
Phospho-
Glycogen i baculovirus C-terminal His6-
GSK3b GSK3B Synthase NP_002084 P49841 full-length insect cell tag
peptide
Haspin GSG2 Histone H3 | NP_114171.1 Q8TF76 aa471-798 - Insect C-terminal His
HCK Hok  |STC pse;ﬁzterate NP_002101 | P08631 | full-length . Insect C-terminal His
HGK/MAP4K4| MAP4K4 MBP NP_004825 095819 full catalytic - Insect N-terminal GST
HIPK1 HIPK1 MBP | NP_689909 | Q86202 | aa 158-555 i pacuiovInus 1 N-terminal GST
HIPK2 HIPK2 MBP  [NP_073577.3| QOH2X6 | aa 165-564 i PacuovIniS 1 N-terminal GST
baculovirus N-terminal His6-
HIPK3 HIPK3 MBP NP_005725.2 Q9H422 aa 163-562 - insect qell tag
HIPK4 HIPK4 MBP NP_653286 | Q8NE63 | full-length - blﬁ‘s’g'cot"c"eulf N-terminal GST
IGF1R IGFIR | PEY+Mn | NP_000866 | PO08069 | aa960-1367 | - pacyiovinis 1 G-terminal His
Baculovirus . -
IKKa/CHUK CHUK IKKtide | NP_001269 | 015111 full-length - infected insect N'term'{‘aﬂ S
cells
IKKb/IKBKB IKBKB IKKtide NP_001547 014920 full-length - Insect N-terminal GST
IKKe/IKBKE IKBKE Casein NP_054721.1 Q14164 full-length - Insect N-terminal GST
cytoplasmic .
domain of the baculovirus
IR INSR PEY + Mn P06213 . - expression GST-tag
B-subunit (aa svstem
941-1343) y
Baculovirus
IRAK1 IRAK1 MBP NP_001560 P51617 aa 197-721 - infected insect | N-terminal GST
cells
NP_057207, _ _ baculovirus N-terminal His6-
IRAK4 IRAK4 MBP AAH13316 Q9NWZ3 full-length insect cell tag
IRR/INSRR INSRR AXLtide NP_055030 P14616 cytoplasmic - Insect N-terminal GST
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RBC Enzyme HUGO Genbank Protein . .
Name symbol Substrate Accession # | Accession # Clone Mutation | Expression Tag
ITK ITK MBP NP_005537 Q08881 full-length - Insect N-terminal GST
JAKT JAKT PEY NP_002218.2| P23458 | aa 866-1154 - Insect N-terminal GST
JAK2 JAK2 PEY NP_004963 | 060674 | 2@ 804?9'”32 . Insect N-terminal GST
JAK3 JAK3 JAK3tide | NP_000206 | P52333 | aa 781-1124 - Insect N-terminal GST
baculovirus
JNK1 MAPKS ATF2  |NP_002741.1| P45983-2 | full length i insect cell, |\ terminal His-tag
- ' activated by
MAP2K7
baculovirus in
JNK2 MAPK9 ATF2 | NP_002743 | P45984-1 | fulllength . insect cell, |\ terminal His-tag
- activated by
MAP2K7 _
JNK3 MAPK10 ATF2 NP_002744 | P53779 full length i bﬁﬁ:?&';“esn'” N-terminal GST
baculovirus in
insect cell, ) : e
KDR/VEGFR2|  KDR PEY + Mn | NP_002244 | P35968 | aa789-1356 - activated by | © ‘ert’:'”ae' dH'S6
autophophorylat 99
on__
KHS/MAP4K5| MAP4K5 MBP NP_942089 | Q9Y4K4 full length - bﬁﬁ:?&';“esn'” N-terminal GST
baculovirus in | C-terminal His6-
LCK LCK PEY + Mn | NP_005347 | P06239 full-length - e it
baculovirus in
catalytic insect cells, i . AL
LIMK1 LIMK1 Cofiin1 | NP_002305 | P53667 | domain (aa - activated by co-| ¥ termt'ga' His6
285-638) expression with 9
ROCK1
STK11:Q1583
1.
NMO000455/A ’ o
STK11/STRA . STRADA:Q7 baculovirus in
LKB1 DACAR3g | LKBitide Fsogfgzzérgm_ RTNG: full length - S i
CAB39:Q9Y3

76
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RBC Enzyme HUGO Genbank Protein . .
Name symbol Substrate Accession # | Accession # Clone Mutation | Expression Tag
. GenBank baculovirus in | N-terminal His6-
LOK/STK10 STK10 Axltide NM._ 005990 094804 aa 1-348 - Sf21 insect cells tag
LRRK2 LRRK2 LRRKtide |NP_940980.2| Q5S007 | aa 970-2527 - bf‘ncsu(a'g;"égﬁ;” N-terminal GST
baculovirus in | C-terminal His6-
LYN LYN pEY NP_002341 P07948-1 full length - insect cells tag
LYN B LYN PEY+ Mn NP_002341 P07948-2 full-length - Insect C-terminal His
Glycogen
Synthase- E. coli, activated| , : o
MAPKAPK2 | MAPKAPK2 derived NP_116584 P49137 ful length by MAPK14 N-terminal His-tag
peptide
glﬁ?ﬁgsg_ Insect cell,
MAPKAPK3 | MAPKAPK3 ynt NP_004626 Q16644 full length - activated by | N-terminal His-tag
derived
; MAPK14
peptide
Glycogen
MAPKAPK5/P Synthase- i baculovirus in | N-terminal His6-
RAK MAPKAPKS5 derived NP_003659 Q8IW41 full length insect cells tag
peptide
: baculovirus in | N-terminal GST-
MARK1 MARK1 CHKtide | NP_061120.1 Q9POL2 full length - insect cells tag
MARK2/PAR- . baculovirus in | N-terminal GST-
1Ba MARK2 CHKtide |NP_059672.2| Q7KZI7-4 full length - insect cells tag
: baculovirus in | N-terminal GST-
MARKS MARKS CHKtide |NP_002367.3 P27448 full length - insect cells tag
. baculovirus in | N-terminal GST-
MARK4 MARK4 CHKtide NP_113605 Q96L34 full length - insect cells tag
baculovirus in
insect cell, N-terminal His6-
MEK1 MAP2K1 ERK(K52R) | NP_002746 Q02750 full length - activated by tag
RAF1 in vivo
baculovirus in
insect cells, i . .
MEK2 MAP2K2 | ERK(K52R) | NP_109587 | P36507 full length - activated by co-| C-terminal His6

expression with
RAF1

tag
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Name symbol Substrate Accession # | Accession # Clone Mutation | Expression Tag
baculovirus in | N-terminal GST-
MEKK2 MAP3K2 MBP NM_006609 Q9Y2U5 full length - Sf9 insect cells tag
baculovirus in | N-terminal GST-
MEKK3 MAP3K3 MBP NM_002401 Q99759 full length - Sf9 insect cells t_ag
MELK MELK ZIPtide |NP_055606.1| Q14680 aa 1-340 i Insect cell N“ermt';‘g' EE
MINK/MINK1 MINK1 MBP NP_056531 Q8N4C8 full catalytic - Insect N-terminal GST
baculovirus in . .
MKK4 MAP2K4 JNK(K55M) | NM_003010 P45985 aa 33-end Sf9 insect cells N-terminal His-tag
MKK®6 MAP2K6 MBP NP_002749 | P52564 full length STZZ%E E. coli N-terminal His-tag
ZIPtide + Ca- Catalytic (aa ) .
MLCK/MYLK MYLK CaM NP_444253 Q15746 1428-1771) Insect N-terminal GST
MLCREMYLKT MyLke Z'Pt'gzl\; Ca-l NP 149109 | QOHIR3 | full length Insect N-terminal GST
M'-K”g"AP3K MAP3K9 Casein |NP_149132.1| P80192 | full catalytic i Insect N-terminal GST
M'-K2’1'\3AP3K MAP3K10 MBP NP_002437 | Q02779 | full catalytic i Insect N-terminal GST
MLK3’1'\1"AP3K MAP3K11 MBP  |NP_002410.1| Q16584 | full catalytic i Insect N-terminal GST
2-end L
GenBank aac-el baculovirus in :
MNKA1 MKNK1 MBP NM_ 003684 Q9BUB5 (deletion T385D Sf9 insect cells N-terminal GST
aa165-205)
Baculovirus
MNK2 MKNK2 MBP NP_060042.2| Q9HBH9 full length - infected insect | N-terminal GST
cells
Long S6 .
: Baculovirus : -
MRCKa/CDC Kinase , . C-terminal 6X-His
49BPA CDC42BPA substrate NP_055641 Q5VT25 aa 1-473 - mfectceecllI |Snsect tag
peptide
Long S6 .
: Baculovirus : :
MRCKb/CDC Kinase : . C-terminal 6X-His
42BPB CDC42BPB substrate NP_006026.2| Q9Y5S2 aa 1-473 - mfeth?edll |Snsect tag

peptide
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RBC Enzyme

HUGO

Genbank

Protein

Name symbol Substrate Accession # | Accession # Clone Mutation | Expression Tag
MSKA AFS{PSSK RPS6KA5 Crosstide | NP_004746.2 075582 full-length - Insect N-terminal GST
MOKEITSOK! RPS6KA4 | Crosstide | NP_003933 | 075676 | full-length i Insect N-terminal GST
MSSK;’ STK2|" SRPK3 | RSpeptide | NP_055185 | QQUPE1 | full-length i Insect N-terminal GST

MST1/STK4 STK4 Axltide NP_006273 Q13043 full-length - Insect N-terminal GST
MST2/STK3 STK3 MBP NP_006272.2 Q13188 full length - Insect N-terminal GST
MST3/STK24 STK24 MBP NP_003567 Q9Y6EO full length - Insect N-terminal GST

MST4 MST4 MBP NP_057626.2 Q9P289 full-length - Insect N-terminal GST

MUSK MUSK MBP NP_005583.1 015146 cytoplasmic - Insect N-terminal GST

MYLK3 MYLK3 MYLK3 zmngm Ca-| Bc109097 | Q32MKO | full-length Insect N-terminal GST

MYO3B MYO3B MYO3B MBP | NM_138995 | Q8WXR4 (z_?fg'gg)c Insect N-terminal GST

NEK1 NEK1 MBP NP_036356 | QO6PY6 aa 1-505 - Insect N-terminal GST

Baculovirus

NEK11 NEK11 MBP NP_079076 Q8NG66 full-length - infected insect | N-terminal GST

cells ' _

NEK2 NEK2 MBP NP_002488 | P51955 | full-length i Insect C'tert"gggf‘e' e

NEK3 NEK3 MBP NP_689933 Q8WUN5 full-length - Insect N-terminal GST

NEK4 NEK4 MBP NP_003148 P51957 full-length - Insect N-terminal GST

NEK6 NEK6 MBP NP 055212 | Q9HC98 | aa7-313 i t’lﬁ‘s’:g"c'reulf C-terminal His-tag

NEK7 NEK7 MBP  |NP_598001.1| Q8TDX7 | fulllength i Insect N'ter”;g‘;' GST

Catalytic (aa ) N-terminal GST

NEK9 NEK9 MBP  |NP_149107.2| Q8TD19 347752 Insect o

NIK/MAP3K14| MAP3K14 MBP  |NP_0039452| Q99558 Cg‘fé}_’gj?()aa i Insect N'ter”;g‘;' GST

NLK NLK MBP NP_057315.1 Q9UBES8 full length - Insect N-terminal GST
Baculovirus

OSR1/0XSR1 OXSR1 CATCHtide | NP_005100.1 095747 full length - infected insect | N-terminal GST

cells




Supplementary Table 2: Kinase constructs and substrates

Anastassiadis et al.

RBC Enzyme HUGO Genbank Protein . .

Name symbol Substrate Accession # | Accession # Clone Mutation | Expression Tag
POBAMAPKTT MaPK14 MBP NP_620581 | Q16539 | full-length i E. coli N-terminal GST
POBOMAPKTY maPK11 MBP NP_002742 | Q15759 | full-length i Insect N-terminal His
P38d";"APK1 MAPK13 MBP NP_002745 | 015264 | full-length i Insect N-terminal His
POBGVARKTT MaPK12 MBP NP_002960 | P53778 | full-length i Insect N-terminal His
p70SBK/RPS S6K/Rsk2 | NP_003152, Catalytic @a 1] —

6KB1 RPS6KB1 peptide 2 T412E P23443 421) Insect N-terminal GST
p7°SS66KKBb2’RP RPS6KB2 %2*;@2“22 NP_003943 | QOUBSO | full length i Insect N-terminal GST

Lo_ng S6

PAK1 PAK1 Sl*ft';;?;?e NP_002567 | Q13153 full length - Insect N-terminal GST
peptide
Lo_ng S6

PAK2 PAK2 SE&?;?G NP_002568.2| Q13177 full length - Insect N-terminal GST

peptide . :

PAK3 PAK3 ZIPtde | NP_002569 | 075914 | full length i Insect N“ermt';‘g' AlEeF

PAKA4 PAKA4 MBP | NP_005875 | (096013 Cg‘;g’ggf)aa i Insect N-terminal GST

Baculovirus . :

PAK5 PAK7 ZIPtide | NP_065074 | Q9P286 | aa425-719 - infected insect N'term'{‘aﬂ hinls

cells

PAK6 PAK6 ZIPtide NP_064553 Q9NQU5 full-length - Insect C-terminal His

PASK PASK ZIPtide NP_055963 Q96RG2 full catalytic - Insect N-terminal GST

PBK/TOPK PBK MBP NP_060962 Q96KB5 full catalytic - Insect C-terminal His
PDGFRa | PDGFRA | pEY+Mn | NP_006197 | Q9DE49 (()%/ts%ﬂaosgl)c Insect N-terminal GST
Cytoplasmic N-terminal His6-
PDGFRb | PDGFRB | PEY+Mn | NP_002600 | P09619 | “FoPEeH Insect agaed
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RBC Enzyme HUGO Genbank Protein . .
Name symbol Substrate Accession # | Accession # Clone Mutation | Expression Tag
PDK1/PDPK1| PDPK1 PDKtide | NP_002604 | 015530 | full length i Insect N“ermti;‘g' fEIES
PHKg? PHKG1 ZIPtide | NP_006204 | Q16816 | full length i Insect N'termti;‘g' GST-
PHKg2 PHKG2 ZIPtide | NP_000285 | P15735 | full length i Insect N“ermti;‘g' SR
S6K/Rsk2 C-terminal His
PIM1 PIM1 oeptide 2 NP_002639 P11309 full length - Insect tagged
PIM2 PIM2 Pim2tide NP_006866 Q9P1W9 full-length - Insect N-terminal GST
g GenBank Baculovirus in | N-terminal His6-
PIM3 PIM3 Pim2tide AB114795 Q86V86 aa 2-.end - Sf21 insect cells tag
PKA PRKACA | PKAsub |NP_002721.1| P17612 Cat%'%’g')c {r i E. coll N“ermt';‘g' fEIES
Long S6
Kinase baculovirus in ,
PKAca KAPCA substrate NM_002730 P17612 full-length - Sf9 cells N-terminal GST
peptide
Long S6
Kinase baculovirus in .
PKAcb KAPCB substrate NM_002730 P22694 full-length - Sf9 cells N-terminal GST
peptide
Long S6
Kinase .
PKAcg KAPCG substrate NM_002732 P22612 full-length - Insect N-terminal GST
peptide
Histone H1 +
PKCa PRKCA Lipid NP_002728 P17252 full length - Insect none
Activator
Histone H1 + L
s baculovirus in
PKCb1 PRKCB1 Lipid NP_991100.1 P0O5771 full length - Sfo1 insect cells none
Activator
Histone H1 +
PKCb2 PRKCB2 Lipid NP_002729 P05771 full length - insect none

Activator
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RBC Enzyme

HUGO

Genbank

Protein

Name symbol Substrate Accession # | Accession # Clone Mutation | Expression Tag
PKCe Pep +
PKCd PRKCD Lipid NP_006245 Q05655 full length - insect none
Activator
PKCepsilon | PRKCE Sg:pfi’;(g NP_005391.1| Q02156 | full-length i Insect none
PKCe Pep + L
- baculovirus in :
PKCeta PRKCH Lipid NM_006255 P24723 full length - Sf9 insect cells N-terminal GST
Activator
Histone H1 + A F
Py baculovirus in
PKCg PRKCG Lipid NP_002730 P05129 - - insect cells none
Activator
: PKCepsilon _ baculovirus _ : oL
PKCiota PRKCI Peptide NP_002731 P41743 full length insect cell N-terminal His-tag
Glycogen
PKCmU/PRK | pRkpy | Synthase- | \p 002733 | Q15139 | full length . Insect N-terminal GST
D1 derived
peptide
Glycogen
PRCNUFRKD]  prips | SyMthase- | np gos5g04 | 094806 | full-length i Insect N-terminal GST
peptide
Histone H1 + - . .
PKCtheta | PRKCQ Lipid | NP_006248 | Q04759 | fulllength | P3goL | Paculovirusin | C-terminal His6-
; insect cells tag
Activator
PKCzeta PRKCZ P’;%gﬁi‘('f” NP_002735 | Q05513 | full-length i Insect none
Glycogen
Synthase- .
PKD2/PRKD2 PRKD2 derived NP_057541 Q9BZL6 full-length - Insect N-terminal GST
peptide
. NM_0010985 ] baculovirus in | N-terminal His6-
PKG1a PRKG1 Kemptide 12 Q13976 full length Sf9 cells tag
3 GenBank baculovirus in | N-terminal His6-
PKG1b PRKG1 Kemptide NM_ 006258 P14619 full length - Sfo1 insect cells tag
PKG2/PRKG2 PRKG2 Kemptide NP_006250 Q13237 full length - Insect N-terminal GST
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RBC Enzyme

HUGO

Genbank

Protein

Name symbol Substrate Accession # | Accession # Clone Mutation | Expression Tag
Glycogen
PKN1/PRK1 PKN1 Sé’gmae%e' NP_998725 | Q16512 full length - Insect N-terminal GST
peptide
Glycogen
Synthase- :
PKN2/PRK2 PKN2 derived NP_006247 Q16513 full length - Insect N-terminal GST
peptide _ _
PLK1 PLK1 Casein | NP_005021 | P53350 | full length i Insect C“ermt';‘g' fEIES
PLK2 PLK2 Casein | NP_006613 | QONYY3 | full length i Insect N'tegi”;g"’t‘LSST'
PLK3 PLK3 Casein | NP_004064 | Q9H4B4 Catac'ﬁf) e Insect N-terminal GST
PRKX PRKX Kemptide NP_722560 P51817 full length - Insect N-terminal GST
PYK2 PTK2B PEY + Mn | NP_004094 Q14289 full-length - Insect N-terminal GST
RAF1 RAF1 ('\}2'9'57*(;) NP_002871 | P04049 | full catalytic i Insect N-terminal GST
RET RET CHKtide NP_066124 P07949 cytoplasmic - Insect N-terminal GST
Baculovirus N-terminal 6X-His
RIPK2 RIPK2 MBP NP_003812 043353 aa 1-299 - infected insect tag
cells
RIPK5 DSTYK MBP NP_056190.1 Q6XUX3 full length - Insect N-terminal GST
Lo_ng S6
ROCK1 ROCK1 Kinase | Np 005397 | Q13464 aa 1-535 - Insect N-terminal GST
substrate
peptide
Long S6
Kinase baculovirus in .
ROCK2 ROCK2 substrate NM_004850 075116 aa 5-554 - Sf9 insect cells N-terminal GST
peptide
Baculovirus
RON/MST1R MST1R Axltide + Mn | NP_002438 Q04912 aa 983-1400 - infected insect | N-terminal GST
cells
ROS/ROSH1 ROS1 IGF-1Rtide | NP_002935 P08922 cytoplasmic - Insect N-terminal GST
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RBC Enzyme HUGO Genbank Protein . .
Name symbol Substrate Accession # | Accession # Clone Mutation | Expression Tag
Glycogen
Synthase- i N-terminal His6-
RSK1 RPS6KA1 derived NP_002944 Q15418 full length Insect tag
peptide
Glycogen
Synthase- baculovirus [P i
RSK2 RPS6KA3 derived NP_004577 P51812 full length - e C-terminal His-tag
peptide
Glycogen
Synthase- i N-terminal His6-
RSK3 RPS6KA2 derived NP_066958 Q15349 full length Insect tag
peptide
Long S6
Kinase ;
RSK4 RPS6KA6 substrate NP_055311 Q9UK32 full-length - Insect N-terminal GST
peptide
. NP_005618, Catalytic (60- i :
SGK1 SGK1 Crosstide 3589D 000141 431) S422D Insect N-terminal GST
full length baculovirus
SGK2 SGK2 Crosstide Q9HBY8 (Met1- - expression GST-tag
Cys367) system
. NP_037389, Catalytic (87- ] N-terminal GST-
SGK3/SGKL SGKS3 Crosstide 3487D Q96BR1 496) Insect tag
SIk2 SIk2 Kemptide |NP_056006.1| Q9HOK1 | full length i Insect N“ermt';‘g' EEIF
SLK/STK2 SLK Histone H3 |NP_055535.1| Q9H2G2 | full length i Insect N'termti;‘g' GST-
SNARK/NUA ) ) baculovirus in | N-terminally fused
K2 NUAK2 MBP NM_030952 Q9H093 aa M1-T628 Sf9 insect cells to GST-His6
SRMS SRMS PEY + Mn | NP_543013 Q9H3Y6 full length - Insect N-terminal GST
SRPK1 SRPK1 RS peptide | NP_003128 Q96SB4 full length - Insect N-terminal His-tag
SRPK2 SRPK2 | RS peptide | NP_872633 | P78362 | full length i Insect N'termt';‘g' GST-
STK16 STK16 MBP NP_003682 075716 full length - Insect N-terminal His-tag
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RBC Enzyme

HUGO

Genbank

Protein

Name symbol Substrate Accession # | Accession # Clone Mutation | Expression Tag
STREZIISST TsSKiB | CHKtide | NP_114417 | Q9BXA7 | fulllength i Insect C-terminal His-tag
STK25/YSK1 STK25 MBP NP_006365 000506 full length - Insect N-terminal GST

STK33 STK33 MBP NP_112168 Q9BYT3 full length - Insect N-terminal His-tag
STK38/NDR1 |STK38/NDR1|  STK38 M%ﬂ'gggafg'“ NM_007271 | Q15208 |full-length Insect N-terminal GST
STK39/STLK3| STK39 | CATCHtide |NP_037365.2| QOUEWS | full length i Insect N-terminal GST

SYK SYK pEY NP_003168 P43405 full-length - Insect N-terminal GST
: full-length .
MAP3K7/MA . NP_663306, | MAPSK7:043| \1ApP3K7: aa _Baculovirus -\ \ 4ominal 6X-His

TAK1 Casein 318; - infected insect

P3K7IP1 NP_006107 |1ag+a 5750  437-504 o tag
: MAP3K7IP|
baculovirus in .
TAOKA TAOKA MBP | NM_020791 | Q7L7X3 aal-314 - | gacuoviius M | N-terminal GST
TAOK2 TAOK2 MBP NP_004774 Q9UL54 full catalytic - Insect N-terminal GST
TAOK3/NIK TAOK3 MBP NP_057365 Q9H2K8 full-length - Insect N-terminal GST
TBKA TBKA CKitide | NP_037386 | QOUHD2 | fulFlength . Insect N-terminal GST
TEC TEC PEY +Mn | NP_003206 | P42680 | full length i blf]‘g:g"c"e‘jf C-terminal His-tag
baculovirus in .
TGFBR2 | TGFBR2 MBP | NM_003242 | P37173 190-end - | gacuovius | Neterminal GST
Cytoplasmic ) N-terminal GST-
TIE2ITEK TEK PEY +Mn | NP_000450 | Qo2763 | YPEST | Insect e

TLK2 TLK2 TLK2 Casein | NM_006852 | Q86UES (ggéﬁg’r:g) Insect N-terminal GST

TRKA NTRK1 | pEY+Mn | NP_002520 | P04629 Cg’iﬁﬁ’[a?grg)ic i insect | C-terminal His-tag

TRKB NTRK2 | pEY+Mn | NP_006171 | Q16620 Cg’stggfggg)ic : Insect | C-terminal His-tag

catalytic .
TRKC NTRK3 PEY  |NP_002521.2| Q16288 | domain (aa : baculovirus | o 4o minal His-tag
insect cell
510-825) -
TSSK2 TSSK2 CHKtide | NP 443732 | Q96PF2 | full length i Insect N-terminal Hiso-

tag
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HUGO
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Protein

Name symbol Substrate Accession # | Accession # Clone Mutation | Expression Tag
TTK TTK MBP NP_003309 P33981 full-length - Insect N-terminal
TXK TXK ABLtide |NP_003319.2| P42681 | full length - Insect N'termt';‘g' GST-
TYK1/LTK LTK ABLtide |NP_0023352| P29376 Cg’igg[gsér:)ic : Insect N"ermti;‘g' GST-
TYK2 TYK2 AXLtide |NP_003320.0| P29597 | aa 833-1187 . Insect N-terminal GST
Cytoplasmic ) N-terminal GST-
TYROI/SKY | TYRO3 | pEY+Mn | NP_O06284 | Qoe4s | “oFEey) Insect e
baculovirus in | N-terminal GST-
ULK1 ULK1 MBP BC111603 | 075385 aa 1-649 | gpaaovinus I o
baculovirus in | N-terminal GST-
ULK2 ULK2 MBP | NM 014683 | Q8IYT8 aa 1-631 | gpaaovinus I e
ULK3 ULK3 ULK3 Casein | BC157884 | Q6PHR2 |full-length Insect N'termt';‘g' His6-
. full length, _ ] .
VRK1 VRK1 Casein | NM_003384 | Q99986 | o SH9k Sf9 cells GST-HIS fusion
WEE1 WEE1 MBP NP_003381.1 P30291 full-length - Insect N-terminal
WNK2 WNK2 MBP  |NP_006639.3| Q9Y3S1 Cata}’é'g)“ & Insect N-terminal GST
WNK3 WNK3 MBP NP_065973 | Q9BYP7 Ca‘i‘%’ﬂ? (- i Insect N'termti;‘g' His-
YES/YES1 YES1 pEY NP_005424 P07947 full length - Insect C-terminal His-tag
ZAKIMLTK ZAK MBP  |NP_598407.1] QONYLZ2 | full length . Insect N-terminal GST
ZAP70 ZAP70 PEY NP_001070 | P43403 | fulllength i Insect C"ermt';‘g' flige=
ZIPK/DAPKS DAPK3 ZIPtide NP_001339 043293 full-length - Insect N-terminal GST




Supplementary Table 4. A ranked table of kinases sorted by Selectivity score, the fraction of all

tested inhibitors that inhibited the catalytic activity of the test kinase by >50%.



Supplementary Table 4: Kinases sorted by Selectivity score Anastassiadis et al.

Selectivity Selectivity




Supplementary Table 4: Kinases sorted by Selectivity score Anastassiadis et al.

Selectivity Selectivity




Supplementary Table 4: Kinases sorted by Selectivity score Anastassiadis et al.

Selectivity Selectivity




Supplementary Table 5. A ranked table of compounds sorted by Gini score.
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VEGF Receptor 2 Kinase
Inhibitor |

PDK1/Akt/FIt Dual
Pathway Inhibitor

PDGF Receptor Tyrosine
Kinase Inhibitor Il

457081 03-7; JAK Inhibitor | PD 98059 0.59

N e A B D VEGF Receptor 2 Kinase | - ra .

622387 85-3? Syk Inhibitor | | Inhibitor II | 0.59 |
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Cdk2 Inhibitor 1V,
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o e T UNK Inhibitor,
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146986-50-7! ROCK Inhibitor, Y-27632 | 0.61 345616-52-6 ERK Inhibitor 11 0.64
144978-82-5 AG 112 0.61 778270-11-4. Ber-abl Inhibitor 0.64
§71307-18-5,  Tpl2 Kinase Inhibitor 0.61 70563-58-5 | Herbimycin A ps"eptomyces 0.64
SO PDGFReceptorTyrosme
205254-94-0, "D p Heceplor vrasine g g 34823-86-4 GTP-14564 0.64
896138-40-2 Fit-3 Inhibitor Il 0.62 189232-42-6 Bohemine 0.64
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CAS # Inhibitor name Gini score%
o268 e 064
s7sasa1 JAKSIhibitorV 065
237430034 Asterpaullone 065
199986759 Cokelnhibiorll 065
sw0t61670  sueess 065
952045466 FR3inhbrorll 065
127243850, H-89, Dihydrochioride 065
116130230 Bisindolyimaleimide IV~ 065
earstesos PG Recener oee ogp
152121534 PD16%316 066
""" 1485003 . Syklnhbitorll 066
teeei-s26  Icest | 066
133550-808, AGa0 066
879127-169 Aurora Kinase Infibitor Il 0.6
221244-14-0. PP1 Analog I, INVLPP1 - 067
196868-63.0  IGF-1R Inhibitor Il 067
356550132 TGFbRllnhibitorll | 067
174700309 BRIl 067
347155764, PDGF RTK Inhibitor | 067
301305737 Fitsinhibtor 067
345987-157  UNKinhibiorV | 067

Anastassiadis et al.

......................................................................................................

LY 294002 0.68
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"""""""""" AktInhibitor V| 0.68
T M
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""""""""""""""" KN93 069
 TGF-b Rl Kinase Inhibitor | 069
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. Gefitnib | 069
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""" ERK Inhibitor I, FR180204 | 0.70
o ez 070
"""""""""""""" Erotnb | 070
"""""""""""" Kenpaullone 070



Supplementary Table 5: Compounds sorted by Gini score Anastassiadis et al.

CAS # Inhibitor name %Giniscoreéé CAS # Inhibitor name %Giniscoreé
487021523 GSK3bInhibitor VIl 070 | 913844-45:8  RhoKinase Inhibitor IV 074
44731526 | Pazopanib | 071 | 152121476 SB203580 | 074
7272846  RUOKMaselhibioril oo gogasogzp  MEKiZInhbitr 074
318480829 sce8s76 071 | 623163520,  MEKMnhibtorll | 074
41179833 MK2alnhibior 071 | 5687871269  ATMKinase Inhibitor = 074
ese7e0r-1  AG1024 071 120166690  DiacyiglycerolKinase 7,
478482756, GSK-Gblnhbitorll | 071 302962-49-8, | Dasatinb | 074
52020864 stoe09 072 | oee7iress  AcLaoss 075
53123.880 . Rapamycn | 072 | 172747-50.1 S 202474, Negative control o

for p38 MAPK

.........................................................................................................................................

Vandetanib 075

cFMS Receptor Tyrosine
Kinase Inhibitor

JNK Inhibitor IX 0.75
Lck Inhibitor 0.75
SKF-86002 0.75

Akt Inhibitor Viil, isozyme-

Sphingosine Kinase

812636-16-1 Inhibitor 0.73 1 1612847093 " gelective, Akti-1/2 0.75
404009-40-1;  DNA-PK Inhibitor Il 073 | 1151342357 Ro-32-0432 0.76
477600-75-2 Tofacitinib 073 | 1152121-30-7 SB 202190 0.76
154447-35-5.  DNA-PK Inhibitor | 073 | i220127-57-1 Imatinib 0.77
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CAS # Inhibitor name %Gini score%
165806531 SB220025 | 077
P Lapatinb | 077
641571100 | Niotinb 078
879127078, EGFRInhibior | 078
179248500 SrcKinase Inhibitor | 0.78
7867132 Tandutinb | 078
o8ustTa0 Sorafenib | 079

N SRR |

EGFR/ErbB-2/ErbB-4
Inhibitor
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